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With regard to the language, this opinion has been established on the basis of: 
£><] the international application in the language in which it was filed 

D "in" 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessarv to the 
clatmed invention, tins opinion has been established on the basis of: appncat.on and necessary to the 

a. type of material 

| | a sequence listing 

I | tables) related to the sequence listing 

b. format of material 

| | on paper 

| [ in electronic form 

c. time of filing/furnishing 

I | contained in the international application as filed. 

□ 

filed together with the international application in electronic form. 
Q furnished subsequently to this Authority for the purposes of search. 

that m the appI.cat.on as filed or does not go beyond the application as filed, as appropriate, were furnished 
5, Additional comments: 



Form PCT/ISA/237 (Box No. I) (April 2007) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/IB2006/004236 



1 . Q The validity of the priority claim has not been considered because the International Searching Authority does not have 

2. This opinion has been established as if no priority had been claimed due to the fact that the priority claim has been 

i. Additional observations, if necessary: 

The priority claim is considered not to have been made 
because the international application has an international 
filing date which is later than the date on which the 
priority period expired. It is also later than the period of 
two months from the date according to the request for 
restoration of right to priority. See PCT Rule 26bis.2. See 
also PCT Form PCT/RO/lii which was sent to the applicant 
from the International Bureau on 21 May 2008. 
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Box No. V ^•J^tement under Rule 43te.l(.)(i) with regard to n ove.ty, inventive step or indu^ 

applicability; citations and explanations supporting such statement industrial 




1. Statement 

Novelty (N) claims 61, 67-69 

— — , YES 

Claims 1-60, 62-66, 70-73 „ n 

Inventive step (IS) claims 

, YES 

Claims 1-73 

— NO 

Industrial applicability (IA) Claims 1-73 

• vps 

Claims 

— • NO 




2. Citations and explanations: 

metho^ Se f Wlloatica relates to microfluidic systems and 
methods for altering the solution environment around « 
nanoscopic or microscopic object such as « L * ! 

Dl: WO2006074350 A2 

Dl discloses microfluidic systems and m^thoria i-i, 
applied in any sensor teckology ln which t£ ^ > 
element needs to be exposed ran-idW » sensing 
controllable , c ^ osea rapidly, sequentially, and 

.../... 
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In contrast to prior art microfluidic systems the interval 
between sample deliveries is minimized/ e.g ' on the orler 
of mxcroseconds and seconds, permitting rapid analysis of 

for P ° U moLi {e ;?-' drUgSK ThS SyStem ^methods may be used 
recep t S Ulatlng ' Cont ™^, Preparing or Studying 

The system in Dl comprises a substrate for chanqina a 
solution environment around a sensor, the substrate 

XTei 3 a a nd PlUrality - ° f ChannelB ' eaCh ° hannel compr.stng 
an outlet; and a scanning mechanism for selectively exoosina 
a sensor to a fluid stream from an outlet, where/n 2ch n? 

each channel comprising an outlet for rt»l4,„ • ' 
substantially separate 9 fluia strewn into the chafer" 
wherern each of the channels delivers a fluid * t nStto 



.../... 
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Continuation of: Box V 

tne n^l° r ^ te a . CSl1 ' SU ° h as a Patch-clamped cell, and 
the cell may comprise an ion channel, such as a G-orotaj,, 
coupled receptor, which is to he studied (claims 27, ? 3 'ana 
111 f lu °" scen = a °r electrochemistry may be used in che 
method of detection (page 32, lines 27-33): 

The sample applied to the sensor may comprise d™ 
candidates, such as agonists or antagonists 7 (cJSs 23-31) 9 

claim 23. Th e IL^^l 1 ^"^^ 1 ^-^ 

^ZtoSrz^^^vZz* a Sg £ 
H^-^ri^,™ to ^ch=" 

Thus, the subject-matter of claims 5-9, 30, 36-39 47 an d ^ 
lacks novelty and inventive step. ' ' 47 and 64 

Further the subject-matter of claim 62 may lack noveltv -in 
view of the above described technical features . ThfcLS 
definitely lacks inventive step. 

The patch-clamped cell may be positioned relative to the 
The subject-matter of claims 10, 11, 41 42 and ^ i 
skilled in the art ' they obvl ° us to * P~aon 

memhrane of an intact cell ther^p^ci^ anlsSaS 



.../. 
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Is critic^ Z 6611 th K P±Pette aM the P lasma ^mbrane 
crifclc *l to minimize background noise and should be in 
excess of 1x10(9) ohm (i giga-ohm) to form a "giaa 
seal" (page 62, line 28 - page 63, line 2 and claim 37) . * 

Therefore, the subject-matter of claims 12, 13, 40 and ' 43 
lacks novelty. ' m 4J 

Further, the subject-matter of claims 14-26 lacks novelty in 
view of what is disclosed in claims 2-19 of Dl. n ° Velty ln 

™M h ° d / n D1 may bS USed for studying the memory 
S a rece P tor - The mem °ry functions may be short- 
efSct. of m ; tSrm ' ° r lon ^ term ^mory functions. Se 
:t f udied.° S f ee a °" * M ™ ««* ^ 

l^e^tT** °" ^ ^ ^ ***** ^ 

The system described in Dl is a microfluidic device and 
comprise microchannels and other components wllch art 
microscale-sized. See e.g. page 79, lines 3-4. 

Therefore, the subject-matter of claims 48-59 probablv lacks 
novelty. Inventive step is definitely lacking for 



claims . 



The method in Dl comprises rapidly changing the solution 
SlrThr TZtl^ \^ ^ -ur^thin 

Jillis^nds or SSjTLV-.'ffi. 

Therefore, the subject-matter of claims 65, 66, 70-73 lack^ 
novelty and inventive step. Cks 

dlscln^r^^ ° f ClalmS 67 ~ 69 is n °t specifically 

disclosed by document Dl. However, the embodiments of said 
claims are considered to be obvious to a person skilled 
the art and therefore lack inventive step skilled m 

SlSS^SSS^iS? 1 - M3 fUlfilS - ~-ent of 
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